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(54) BKW©*fM NF-«Bffitt^ai$«9 

(57) 

iffli^m -ma ( 1 ) vmtiz u 

#l tat h*«*±»><f iJae^Be ■ « 

Mil 



c6cq 

i 0 



(1) 



(5$*. R 1 . R 2 . R 3 RVR* \m-X\mti:->X* 

m/gsmzti-t. 



(2) 



0-175861 



i o 




(5*tt>, r 1 , r* , r 3 &#r* tem-xumz^T*. 

&m*»b+h N F - k B jSttftlWHXI. 

tl>4 y^-o-f 1 ( I l- l ) , -fv^-o-f 

*y-2 < I L-2) , -f y*-D-f*>—6 ( I L- 
6) . ( I L-8) . 

4*t>-12 (IL-12) , >f^-7xn>-/9 
( IFN-jS) . NO^tfHI ( iNOS) , 
Wf- (TNF ) . is?UttisY1— -fe'-2 (COX- 
2) . ELAM- 1. ICAM-1, VCAM-1. V 
h»J?^?Drof7- tf-9 (MMP-9) , G- 
CSF. GM-CSF«tOStfni»lXtt2KLh«0!fee 

IiS*«3] IS^lie©<7)'J^y|iS:^»«^t 

[ff««4] ^3Blie«coU^>'«S:WS!««^i: 

* zmefm ■ &wm. 
■tmAmm • mm. 
tim&smm. 

[0001] 

a tvx ( h i v > m. rn^rn ■ mm. brakes • 

mm. imfflVffimblXm%KF-KB (Nuclea 
r Factor-Kappa B) vStt-ftOTSOSU. m^mM'SBmiZ 

[0002] 

l$&k<om] 4HL *». M$tt<0*ift$rfc*<0 

nm&&m&{±. hzftfcm.mrvyjMz^ 

•fL 4Mb. *MfcJ:oTM*3*i"U**. dft&^SHt 



[0003] M*'^liCi -?Tft8&!*3tl«a 
[0 004] $£^Pt5B?tf)5^NF-/irB{i. p50 

o , #i ftttfcfcttMH a* i - * b b&G ixmrnn 

fc#ttl/CO*. COMRKlci L-l*TNF-a«r 
blzi. mmfiWoh b , ^wfiJ&KJ: oT*Stt-fc3ft 

«:n f - * Btfv^nix&zviftmwmz. h bn 

[0 00 5] NF-*BfcJ:'MSttfl:S*l*. 

jbhhmehk: n f - « yxi > v & 

«K>ite?U:. IL-l (Interleukin-l) , I L- 
2, IL-6, IL-8, IL-12, IFN-/8 (In 
terferon-yS ) , i NOS (Inducible nitric oxide sy 
nthase) , G — CSF (Granulocyte colony stimulati 
ng factor) , GM— CSF (Granulocyte macrophage 
colony stimulating factor) . TNF a (Tumor necro 
sis factor a) . COX— 2 (Cyclooxygenase-2) <0 
«k 3 55ri*affitt-9--f r-;M >, E LAM— 1 (E-Selecti 
n) , I CAM- 1 (CD54) . VC AM- 1 (CD106) <T> 

tozmm^. mmm. m^^^zmw^mm 
m%4rt-%&zmt& bvtfiz^z. btmitix^z. 

£fc. MMP-2, 9 (Matrixmetalloproteinase) 0) 

mmcomittz t n f - K b <mwm< mix^ 

ZZbi)mt>ixX\,^Zbfrt>. NF-/cB«tt{ldWJ 

m.\tmmi mmmmb Lxm&ztix^z. 
m^x. NP-KB%mwMmtfwi]izmmLo 

lT&S=FblX. IL-l. IL-2, IL-6. IL 
-8, IL-12. TNF. I FN, iNOS. G-C 
SF. GM-CSF, COX-2, ELAM-1, IC 
AM-1. VCAM-1, MMP-9^*W^>nS. 

ttz. t hf&pfevjn,* (hiv) um&Bmti 

b!mm*tmttb1jrlt>tlXi5'). ^t, NF- 

k Bnftmummmt. h i vmm. ( a i d s ) <n 

■t, 68-, l99:Annu. Rev. Immunol .: 12^, 141- 199 
4, Advances in Immunology: 58^, 1-, Science:265^, 



(3) 
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956-. 1994) . 

[0006] ^Lkm<^-^>x'hhWimmm^m.<r>m 

nL-tmmm.t maximum? r-s^tetwan 

t: . vsmimmmiziZT y >j*m<?Xf&t>%at>tix » 

itztixmztimhtixti') . NF-/cB«gttfl: 
\mmmtfffiMmzii\ihmw<i:w&*T-vTt ix 

SUSfrO^S (J. Clin. Invest., 97, 1715-.199 
6) . ifc, fffft. Wife. BWy«>V**rafc:*SVvCi 

IF*. Wife, Hff'J >7V^^jSA#|^R& • 
[00 0 7] i<oJ:3tc. MRafl9£*fi-£0> J: 3 =5r£ 
I4N F - a: B^jgtt<fc#«itf>-C«g5riaSiJ£Si LT V M, 

zt#mfrt%->x}3*). flincd. innst 

b vsttftwsiM*^ it b&s.&m ■ &mzimx'$> 

•M^HUSub 1 ^. ^JitT^cNF-ArB^iSttfcSrflifBI 

ftfciWfflBBW* (1WF7-2139B39) . N-T-fcf- 
*yXf>f ^tnij v'y^'f-jJ-^-^^-h (The Jo 
urnal of Immunology, 1994, 153:2681-) , 7Xt'jy 
WfWH-hyW (Science, 1994, 265(12) :956 
-) , <>V*Sym# (WBIPF7-297860*. JMOT 
-2918599&IR) v Atma^Tl/y?^ (DE43366 
42) , ^^n'-^t— r- (J. Biological chea., 270(18) 
10631-10639, 1995) , 7 x-JUTfris-ytti/V: (J. 
Biological chem., 270(18)10631-10639, 1995) » 1M 
9V*r9-i§ KRtttt (W09501348) , h x-/l^ 

[0008] 

14. SH*****-* NF-/c B«>iSt!HBWH«fttf £ 
[0009] 

[igii^^-rs/ife^s] 3 

flbifcN F - * B8&UQiMf|$l£*?« £ t S-£tB 



[0010] -ttchh. *3HBtt<JW>-*W ( 1 ) 

[0011] 

[ft 2] 

o6cq 

• n 




(i) 



[0012] (;£*, R>, R2, R3 JiH-X 

Ho^v-7;P^;PSX»iT/Pa#^$-^) T*8ti 
s y r+yw&isiimtob -f&NF-* BiSttfltfpisi 
81 -f v*-o-f*y-i ( I L-l ) . -ry?-rM 
*V-2 (IL-2K (IL- 
6) , -fy^-D^^f^-8 ( I L-8) . 
■i*y-12 (I L-l 2) , ^^-7xO^ 

( ifn-0) . uoismm ( inos) . mmtm 

(TNF) . i,9xiit**'*r+— fef-2 (COX- 
2), ELAM-1. ICAM-1. VCAM-1.7 
r* y ?^?D7o-f7 — If — 9 (MMP-9) „ G- 
CSF. GM-CSFj:O»f3h.«lXi22£U:0!>mr 

hi><r>X'foh. 
[0013] 

\mwm.<mm vr+ymmmiz&\\x\it; 

%&0)TX1-Z1 (Thujopsis dolabrata) (Chem. Phar 
m. Bull. 20(6)1150-1155(1972)) $£fcJUB3*lT» 
Sffis &«06tt&tflI&&h.T&9 (Natural Produc 
t Report, 183-205(1995)) , Ztl£X'iZ-&<7) 
y^Vfcffi'Vl^.X'^ /l*jStt. ffilM h-Xtfo* 
"f ^^.«Stt'*f^HBS (mouse leukemia, human lung car 
cinoma, human colon carcinoma) WttRHtHi&t (Plant 
a Med. 59,246-249(1993)) , tfMK^ayP AF (Plate 
let activating factor) COfe^fflW (Natural Product 
Report, 183-205(1995)) Zt'&m&ZixX^Ztf. * 

[0014] *#»?jbv*&*i* y i/i-^Ji. Me- 

x^S. 7Dt;H, 4V7xi\Z)V 
-f 7 t e r t ^ 

y-fMt. "JtisMt. ^r^Mt. *?+>i£. 



(4) 
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t Yv*SsTA*fi*ib LTtt, Off) 

fcLt filial ~i o<oa:^ii^(gg(^t(7)* { »i 

sec -yf-^^x*. t e r t 
^yf-^^v-*. ^s/;P**i^. A.7*f-;^df^ 

( 1 ) fcfcwCRi i***]**, t Ko*5//l««* 

Sai-SWT^ndf^X'* 1 ?. R* . R 3 &tfR 4 

[00 1 5] i<Oj;3=5:U^->-^i (1 ) «, WitfT 
x-ho (±fc«l, /Jn&SS) *6»ttrt-ft 

(Cfflx— f/k n—M-tf-y,. 0ig 
-fU8it. WPxy. <y-by. ^Da^?y % ?qd 
*A^A. x-fvK gf®x^-/k T-bh 
y. :rtv\v-;k x?y-;k **y-/K t'Jy 
y, tfyxf-^y^yn-zk rnei/y^»j3-^ 

[00163 rx-f-ojstta^osf* u*jwww«H0i 

fcLTJi. TX^o^fsagf&^ljjlOOg^x^y-^ 

i v v hMzwmt. mm'®«mL%tfe> i swm 
tzm&z. m.*9;->i>. x*y->k mix*-** 

&xf-;k ^cjo^a, j;?nn^?y. 'vfr-tf-y* 
7-bhy. <y-b*y^£$aj$£fcLT. 
hXAD-2. r-f T-f^yHP-20, TSK^'/WJ 
W-4 0^<oa*tt^UV— ^77T7?XLH-2 

TOLW^^Hft* i J: 0 gflm£&S £ b ifiX' 

tfc. ig&lzi. 9-^y-b'y, x-r;k "v*-* 
y. r-bby. j*?y-/k x?y-;k *^>®s^ 

[0017] X^iBS«0^ (Natural Product 
Report, 183-205(1995)150 £ J: 9 «*<7)i8$tt££j£ 

[0018] #&HJJ<a nf-« B^ttfldWJIRIWi . U 

^vaicipiT. ffi&r>tf.$mL mru/isx-m. 



mmbbbizmmmizwmztii. &pz>m& 
*l mmmbix. ww#.<vi>nbixm\M. # 
*yy. s^a*. tefi-b^n-x, 3-y*?-?-. * 
*?f-y, ^ttuvk, *rryyir? 

?g^i>cofcLTii^y-byy. s£7££iit sKUt^ 
toyh-y, ^y-y?ft. x?/-;k ^y^r;^ 

[0019] *agi«>Bxii. *««fflfciK txmu. 
ism. «a. uttK^vfn 

oigs&tio-ctbhts-^-rs^t^T'^s. 
vmwa* fw. ttso. i&gsas. s^- 

jeSftfrvvF. igOS^^ia^^A l A^Jt "9 1 
HlfcO. l~2 0 0 0mg, #C1 0~4 0 0mg^ffiHS: 
1 B 1 @~ISElt^«fCS^-rs £ fc U\ jH 
fc. ^NgP«4<0*^li, iiS^A 1 AS*: 0 1 19(c 
0. l~2 0 0 0mg. fttzl 0— 4 0 OngOHHS: 1 B 

[0020] *»Ei^Mt LTI4»fcWeS*L 

mfttixte. z<7>#mx''ji&a<oi><?)t:&<mix'$ 

cofflffll;*. x^y-;K ro^^y-yk Jfe/a? 
;kfe;i/n-A, -b^ y^, ^f-;H:;ua-^ s yyK^ 

y >7 a . # y b'^trn y h y^^^-^j ; $mw®. 
Tfi^ymi'hVVJ*. ^y^y*. 5S^^y*sife 

K*S^-hy*7A. Mfcflr^>">A. ^yjj-^vx^i^ 

vw£9 ymm^xTfvm.. ?v hmoh- h y •> 
a. xxryyieey^y-b^ h s ^ ?u^<oj« 

<r>%mmm ; 5-7y;nsffii^h y>A. m4«ry^ 
-n? j±m<nwmm ? y * y y . js^^ofiis 

^--fe^s^o^xryyigii. nm 

IV9 . ^y xf-uy^ y 3-;l^^)tira^*W^fL 

[0021] ^J^Jg®ttl)ii^{±, a*k tti± 
zcottWX'&me>i>e>t:&<miX'Z, ztiUi, mi 

ifm. hm. ?¥*m* **i*m. momm. 
yy, ?)v?m<rm$m\ T^b'rrfA*. h^^'yh 
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[0022] ^gOcO^Eff &®0r\t. mt LXiiZ 
<MmX"£%\<Dl> Ot:fc< ttlffCS . £ ftfcttWi (f # 

is&r^n-./UOx.Xxrt'S. ¥-£tfL?V*V 

[0023] await ixmm-tt^a. wmsam 
mmthztwx'zz. mta** x^t/i^-;^ 
zmf&ztwx-zi. z<?)W&. wm.n*.mm 

[0024]**:. WHK>JWit:"r6*&fctt. #ffc 

%mfmtntezcoftmx'4;5n(?>h<?)£fc<mmT% % 
[0025] «c#w?B©t:-r s^tt> ^mmx-Ma 

nt/i'T/un-A'. ^y-tyv. ^yx-f-uy^y 
/k y^t'l — /k #yh*^;k7/i^n-./^cD#fl5Tn' 

3?<9iS»&"fk*ig. *7TyvWW»]ttiJL juwh. 

l^fcvwfcftffiiSttSiL **ry?y$J±. Ttu^ym 
^-hy7A s tf-iVWa-x, t Ko4f vX^-;Hr;l^ 
o-x s ;&7kK* x t'^;W^ y v-^rtSffiSi}-^ 
£^£ffifflf-£ .It ±tz. fc3S. 

[0026] y fi->®. ( 1 ) #WH+fcE&**iS* 
[0027] 

[fS0jj<7>$&3i] y yi-ymimtvtzN f - * b 



ZWhfcfttLXtt-thWmt. *«DNF-/cBvStt 
£!g^2£ (AIDS), ^isfe, TVJWf-fflML 

iwt&ifc. ff&. if*. mm. mm®&. r 
si. 

[0028] 
[0029] ^SMl 

rx-*-n(e«»iMli ( 1 8 0 g ) £x?y-/n LtcS 

S»SLJtf*. WSlP3iL. ±8*£#£. %lzjffiHE» 
9*LT»fe*ifc»8lE (2. 4g) iisVtynrA?* 
?07^77^- (^Ify :»Kxf-yP. CHC1 
3 : CH 3 OH. H 2 0 : CH3OH ) . S)SS^O-7h 
/77<-(YMC-ODS S-10.YMC%tS) 
K«L. -ft-^Bjl ( 1 ) KfcWC. R' = H. 

R2 = R3 = R« = OCH 3 ) 2 5mg^#3t. 
[0 030] K60I2 

MftWlkPHMcLT . -fb^8l2 (HS^ ( 1 > fc*JH 
T. R!=OH. R*=R3 = R* = OCH 3 ) 1 0mg2r^ 

[003 1] Sit 0« 3 

T. R 1 =R 2 =R 3 = R 4 =OCH 3 ) 2 lmgSr^Jt„ 
[0032] tSt0«4 

WBMl kHtMcLT. ^-^I%4 ( 1 > fcfcn 

T. R 1= H. R 2 =R«=OCH 3 . R 3 = OH) 1 5mg 

[0033] MMH1 NF-*BiSttftlW!»ll: 

(a-1 ) ^r^f-yiT'f h<0^8 

V>«lft (K-110(-)) (ffinGII(tt)S) (5b1)T1 
Sa>*L. K-110 (-) (5«l)"ClH«aM-ft. 

-?-<Of^:^K- 1 1 0 (-) ?»I 
(©^«SIL-Ia :1.2&ig/mU TNFa :1.25ng/mlXliLPS 
(y^»J1f-y^7-f K ):10Ai«/ml) 5:»L. !6C 
HSfSigfH-*. ^S^. SfflflaS: PBS (-) xim 

mm. (fi$l®SlOOnM) «UVB g?Jt^l 

[00 34] (a-2) UVBBg|t^7f-y-9->f hc7)|i 



mma-no(-)Ti&mi. k-ho (-) (5m 
i) viammz. tompBs (-> (5mi)T2 

gmi. PBS (-) (2ml) UVB (15mJ 

/«*) !S8«&PBS£$s£U K-l 10 

(-) £5*\mnL. 2mmtsmt&. mmtmmzp 
b s ( - > ?m u Tiaco*£t«t o^se€<o»!ij 

fcffofc. fcfcl&tffl (fi&iUKlOOnM) liUVB$ 

[00 3 5] (b) SL'gft&MMnmm 
3 5-y> ( I ) 3-hUcT-2 577^rtCTE 
-3 OOfcifc (flimSSS (80 S5) *T3>7/UXVh 
fc^o^iE^th|^**Jfll^rtftiTO^«®t!il« (10 
OnM) tmotl. 1 SBMMttaWWWt (gifciftKIL- 
la:1.25ng/ml. TNFa:1.25ng/mlX14PMA (^^C-;H2 
-SUXr-M3-r-fer-h) :10ng/ml ) ZmnL 

imtmri. i&m&mzittkPBs <-) kt 
[0036] (c)^ge«ottaj 

igSf?KBfc*®PBS (-) izxmftLtzfflMlz, a' 7 7 
T-A (lOmM HEPES-NaOH(pH7.9). 1.5mMMgCl 2 . lOmM 
KC1, \.QMi/ttX\s4 ] — 7KDTT). 0.5mMa-7x^. 
iW^y^M-/V7D7^ H(PMSF). 2jug/mlT7"o 

^--v, 2^/g/Bii^rx^f-v) lmifcinx.. *la>x9 

Orpm. 10#fi) U ±»SrK5*L^N*-/7r-B (A 
77r-A+0.1% Triton X) 8 0// 1 £SsJnU t^S. 

7f^/tJ: oaisa^js^-fr. *±£i o^-fufta 

JS't^ia (14000rpm, Wjffi) ±?t£lifc* 
U ^7 7r-C (20mM HEPES-NaOH(pH7.9), 1.5mM Mg 
Cl 2( 420mM NaCl, l.OnM DTT, 0.5mM PMSF, 0.2mM EDT 
A, 2uz/u\TTn1--V. 2usMl'TXf+>, 25 

%^y-fen-/u) 70uiiMt. K^vriyyizx 

(lSOOOrpm. 20#fS!) ±rf £&gGttatfS5fc LTIU 
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fc. lmg/ml omSQ'S (2ju 1 ) , H 2 0 (4XJ45 

1 ) , ^-/7r- (50mM Tris-HC1( P H7.5), 5.0m 
M hfeCl 2 . 250mM NaCl. 2.5mM DTT.2.5mM EOT A, 20%/ 
U-bD-;U,0.25ing/iijl^ , U (dl-dCWJ (dl-dC) ) ( 2u 

4Ht (ocrisj-yiOt^i'tff-F) dxiiOjui ) 

U 5 ? PsTf- K*-*— tffcJ: 9 3 2 P 7^L!tTia 3J P 
-NF -k Bay -by -fx * Vd? ( In 

i ) £SsaiK legist- 2 o^naftsu %<m&)vu 

-T<V7><v?T- (250mM Tris-HCl(pH7.5), 0.2% 
BPB. 40%^'J-bD-;W) ( 1m 1 ) £-Jii;iRl5£#jt 

[0037] NF-*B3>-feyt^ *y:f*?M- 

5' — AGTTGAGGGGACTTTCCC AGGC 
-3' 

3' — TC AACTC CCCTGAAAGGGTCCG 
-5' 

[0 0 38]<^tC0. 5X TBE (HJA/^K/ 
edta) M*. 7 7r-4>. ^'Jr^y/PT5h*^;K5%) 

-£*TV\ DNAro-7*eO#iSJg[c^b!)^NF-Ar 
BffiMTpMSMlSrfFtiliL*:. fFfifti. 
>?Ti-?4 if-BAS2 000 (^^-r/kMtSS) 
fcJ 9#;<Vh*<?>:&ltiS«i£«!l5£U I L- llgflMW 
t £tf>N F - at B<7)KS*vSttC0ffl> I L- 1 ^T'fOig! 

^NF-« B<7)iSttft<9gS£ NF — /eB jSMtfPfcl 
[00393 

[*1] 
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mm: 


IL-1 a*sm ui 




LPS jM&Bf 1 


uvb wm 9i 


IL-la^fcur* 


mamm 9t 


pma mm 97 


its® i 


81 










75 






77 










78 






85 


88 


SO 


92 


80 


80 


51 




74 










80 




IL-la(-) 


100 








100 






1L-Ia(+) 


0 








0 






TNFa(-) 




100 








100 




TOFaU) 




0 








0 




LPS(-) 






100 










LPS(0 






0 










PMA(-) 














100 


PMA<f) 














0 


UVB(-) 








100 








UVB(+) 








0 









*2 ■. ismn&m^umfimm 



f - K vmimwm **ts z t mm uz . 

[004 1 ] mim2 RT-PCRCiSmRNA^ 
(a) 

jE«t h*9f-yiM h^T-2 577X3T*^SIL. 

tfi (K-110(-)) (ffiftSSi (ft) K) T'lJKifc#U K 
-110 (-) (5ml)TlH«*r&. fWBS 

(-) (5ml) -C2*a»U PBS (-) (2ml)# 
UVB (15oJ/cm2) Zmh-Z. IRM&PBS* 
K-l 10 (-) 2T5miaaiDU 4^tS«-f 
£>. 4B#|§fgtt£PBS (-)Ti!»U Isogen (1 
ml) tlOi. Sffi(Cfft*h-**RNA 

*J*itiLfc. #if « MMfeK (ft#Bj3) (gi&itglOOn 
M) 5Q^lzfflB(3glDL*:. 

[0042] (b) cDNAcD£j£fcRT-PCR 
Takara (80 0)RNA PC R*>y h£fflWC3?&^& 
tfPCRfcfT-»fc. I — ?)l/RNA (500ng/3.5/*l ) 
(3.5//1). 2 5nM MgCl 2 (4/il). 10XPCR^v7 
r- (lOOmM Tris-HCl(pH8.3), 500mM KC1 ) (2jul>. d 
NTP»£ft(2.W0(8jul), RNase^tt^- 





I L-6* 


L I - 8" 


iNOS* 


COX-2* 


*mRNA£Sfltt# 


50 


34 


80 


64 



(40u/jui)(o.5/xi). imn'-x h?>*$"j7*--tf 

(5U/M1) (1/xl). *Urf d(T)18(50pmol//xl)(l/il) 
SrPCRf-A-y+TH^-L^ tf-v;HM?7-£JB 
V\ 4 2*CT'6 0#|§L 5 2TT?3 0#fl. 9 9TTC5 
4HB. 4X;riO#IB!£JES:?T^cDNA*-&|£U:. 
PCRJicDNA (4// 1 ) , 2 5mM MgCl 2 (4ju 
1 ) , 1 0XPCRA' 7 7r- (1.6^1) . H 2 0 (11. 
ljul). Taq*'J^9Hf (5U/mD (0.1//1). Re 
d i Load(2jul), 2 OuMT^-f "V-F , R (#0. 
2/*l)*»*U -9--v;^>f ?5-£fflv\ (1)9 
4Trcl4MSL (2) 9 4XT?14H3L 6 0X:T*2# 

7 2tTP9 0fiHBfcllM L-r*l£Bf5£Oll] 
ft ( 15— ?/P) Mk9£LTDNA£JIHIU 
(3) 4T:TRjE£fTofc. PCRHMISJMil-. 5% 

r^rn-^/TAEy/uwiaan (2oov.3o#ra) t* 

U 0. 3;ul/ml E t B r/TAE"C3 0#$Sfe> H 
,OTl 54MBBfe*Lfc«. FM-B I O (BiSS) fc 

±9JWfLfc. #><yK*»sfc«eu uv 

cO#jt^cOfBS«OgJg$- m R N A *m» k LT JCB 
Lfc. fPMWi&NftB* 10 0. 0 1 LT* 

[0043] 
[*2] 



[0 0 44] * : r^-f^-KW 



I L-6-F : ATG AACTC CTTCTCC AC A 



AGCGC 

I L-6-R : GAAGAGC CCTC AGGCTGG 
ACTG 

(Nature 324, 73-(1986) ) 

I L-8-F : ATGACTTCC AAGCTGGCC 
GTGGCT 

I L-8-R : TCTC AGCCCTCTTC AAAA 
ACTTCTC 
(Cytokine 1,2- (1986)) 

iNOS-F : CGGTGCTGTATTTCCTTA 
CGAGGCGAAGAAGG 

i NOS-R : GGTGCTGCTTGTTAGGAG 
GTC AAGTAAAGGGC 

(Proc. Natl. Acad. Sci., 90, 3491- (1993) ) 
COX-2-F : TTC AAATGAGATTGTGG 
GAAAAT 

COX-2-R : AGATC ATCTCTGCCTGA 
GTATCTT 

(J. Biol. Chen., 269, 11769-(1994) ) 

[0045] z<7>m&. xwrcov /fyjSim/;^ 
m&x r < ^-f-mm&tmmmzG-rz z t # 

[0046]58&W3 J— fy/ay MC*4IIMg 

ziy-yyd) a-httzr-7 syy^amzxE 
&m < gn&MMiz^ mam nt^s3 m®&v> 

OnM) tma-fh. 15&fmtlzt.bTNFa$:&&m 
ftl- 2 5ng/mlk^Sia»L. 3^^#^S. 
^iiiPBS (-) IZXimt. InvitrogenttS 
(*U£) 
ft#fo3 

[00 5 2] §611002 aStS5 

Tmftimmmm5muzmL, mmmixm 
(«&) 

[00 5 3] SUfctfB n-^ 3 > 

mm) 

yv-tvyt/ZTTu-h 



0-1 7 586 1 

Micro-Fast Track mRNA Isolation^" >•/ hS-fflV^TPoly 
-A'RNAfcJiUKU:. 

[0047] n^iXtzmRNAi$T*fv-xyj\,Wmi 
tt(CfttA:ft. Hybond-N* "M o>"M (T^v^-Aft 
§!) UV@^ffU7o^-i&MLt. & 

lvt'&ft^DNA-?6B$a7*WW 7" -tf-s/a V 
<HTofcgL ELAM-1, ICAM-1GAPDH (Takara (ft) S) 
<0 3i P - c DN ATV-yt 4 2VX' 1 8B£ia>M 7 V 
;MXLfc. &7f£7.f/k?Hi2X-SSC-0. 2 
%SDS$&{;:Tffi#U BAS2 0 00(=iOmRN 
AfgSiftfcjgtffL*;. £*>« s ^^h'^ijl^^jai^ 

fz. -e^*S:^3{=^t. 
[0048] 
[313] 





E L AM- 1 


I CAM- 1 


mRNA% 

{%) 


56 


50 



[0049] zmm. *m&> u ^vaawwifcH 

[0050] &±<?) i 3 *^<7) ^yutWifc 

NF-ArB«^u5«ii^fflt. mmimmzm<m 

AmmftL mzmmitLximizm^zzktfT 

[oo5i]nssfi?!ii mm 
Ti&8.ftzmtmm%*.5mnz®Mi. tsmmsixm 

•flWMBtLfc. 

(as) 
1 5 
100 

(mg) 
1 5 
1 5 
100 

(g) 
1 
1 

1 5 
4 



(8 



(9) 



0-1 7 586 1 





3 


7 ;ijy 


1 




0. 5 




0 . 1 


" yc 


0 . 5 












7 2 


IUU D4 J ^MlTIl^ Isotj 




reCMv/rcT/nv » % mtft("-tt^ * ls.f£ y nmu n z u u 




v wU«J 


V 6 / 




i n n n 
1 u u u 




cs u u 




o n n 
z u u 


C2| Mr 


c r\ r\ 




r fi n 




r A r\ 


[0055] USECT 5 y -c /WJlfl jc^s&rJ 














1 u u u 




1 n o n 
1 uuu 


?Llf 


1 C ft rt 

1 t>u u 




o f\ r\ 
Z U U 


[0056] mmw6 zmLm 






\ S ) 




9 n n 
z u u 


fii ^ 


o n n 
z u u 


C h y / u C/kx/Hj— /. 


3 U U 


y )vv 




[0057] 7 y l J — 






\ ^/0 7 




1 0 


—J 1^>X / \~i / \r 


0. 5 


—J vs J j f v I / s\ 1 / \s i 


1 . 0 




1 . 5 




2 0.0 




z . u 








0. 5 


V- ✓ ^ *s 


0- 2 


5 5%X^ J—)V 


5. 0 




0. 5 






tf- 


100.0 


[00581 H««8 K# 




(««) 






3 




3 




1 0 



(10) #(?S¥l 0-1 7 586 1 



a — hZ2~7 t D — i\y 


U . 


1 

1 


✓ S ^— J I w • ' - / / K 


1 






1 n 
I U 






Si J 


1 


D 1 


1 U U . 


0 










(Si 


id/ \ 
t%) 




1 . 


0 




0. 


5 


-/ I/at y/I/^l /-AT / 1/ — h 


1 . 


0 




1 . 


5 




20. 


0 




2. 


0 




2. 


0 




0. 


5 




5. 


0 




0. 


5 




0. 


5 









It 100. 0 

[0060] mmmi 0 «ai TBfc8-£fflv\ ^tc^^T^sfi^isBiLTt. 

(&j£> (mg) 

2 0 

T^7> 1 3 0 

X^T U yi7/*y^A 1 0 

_JUI 4 0 

ft 200 

[oo6i]^jfc0ii 1 mm 2oomg?>imzwmLtz. 
(ffltf) ( g ) 

4 4. 0 

gfi-b/l-n-^ 4 0. 0 
tDV#*ri/X^-)V*ztl>X]— Xiit^i/^A 5. 0 
^MMAi^M 0. 5 
X-fT'J^gV^^A 0. 5 
10. Q 

it ioo. o 

(oo62jjai«i2 mm vmstoixm&L.nm&zxismmLxim 

Tm>mz®S\ (l) s ( 4 ) RV ( 2 ) c7)-g|$£% OOmg^^JSrSBiL^. 
-^*LTEtt*fiLfcfl»*U ( 3 ) At/ ( 2 ) 

<«£> (g) 
(DtSfrfcA^D-A 8 4. 5 

(2) XxT'Jyire^^A 0.5 

(3) tf/W^jo^Hs/Po-^^yT/A 5.0 

(4) flA«ll 10. Q 

tt 100. 0 

[0063] mmi 3 o&ffl mm. sasu »mlt. sbmsml*. 

<«*> (g) 



(11) #BS§¥ 1 0-1 7586 1 

1 0%h Hndf i/TuKiV&Vu-X 

x?;-mm 3 5 

fc#fe4 10 

If 100 
[0 0 64] H5S0U4 #7Mr/l^ *U:. 
TieiS^Sr^-ClS^ 2 0 0ms£ 2 #;&7H:/M3fc 

(Oft) (*) 

8 9. 5 

*M***4K 0. 5 

tt£fe3 10- 0 

100. 0 

[0065] 5Qfe0fl 1 5 aitffi ( 2 ) t ( 4 ) *>*»*ail;lT?Lfl:U aSWJfcg 

Twatffcfcv*. ( 5 ) ( i ) atx ( 3 ) mmi. z aus. 

(.m.) (g) 

(1) *KS 5. o 

(2) &8«M®* 89. 5 

(3) ^EU^fl§® 2. 5 

(4) ^u-fe'jy 2. o 

(5) ti&®3 1. 0 

If 100. 0 



(5D int. ci. 6 mmi^r FI 

A6 1K 31/36 ACS A6 1K 31/36 ACS 

ACV ACV 
ADA ADA 
ADU ADU 
ADY ADY 
AGZ AGZ 

C 0 7 D 493/04 1 0 1 C 0 7 D 493/04 1 0 1 A 



